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1 2T^V-tfv3Lt/\ny> % -ho^^vUi^h^s^ 

«»*l-8T»««f:WLTt>J:tVNor/HJ# 
*&^iD»ftl-12'C^-tf>ai 

50 R % R'^-OC^ot/NDy^ -hD^V^h 
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*S***t:m,Xi>t»X*ISmX4 5 FfrJMtT 
h. nfi2»M 2<0»«:5rf. 
[IWBH9] TK3MIT*Mi*^«Hffl*. 
[fc8] 

R R'w-cayn— NH 
asvii*. R#***>fc&. R-u. «**i~8T4H* 
1 2r^>"e>'8±/\Dyv. -hoitmi>h*i/ 

WUtHHXLX>\7x.S*isTM/4ll>m. KS 
ft 1 ~8T4rtt« **l/T t Jrv^Trt'D ^j***^ 

R. R'*«-5C»oTAD>'y. -bn*>hWi*h 

nU2W12««|tjKf. 
[|*$>8l O] TESCVIIITji5»*l***«ttB*. 
[fc9] 

R R'N-(ay n — nh o 

' oic: v « 



*VIU+. R#**<r>fc*. R'll. *»«1~8-C# 
<Mlt*LTt»J:iVNOTrt'*y'^/H|» KSRBtl — 1 

-1 2T^>-fcr>8Lb'ND->':-\ rhp^vtllxh^ 

R. R'** — 3tC?r-oT/Na>*V. -hD|>£v>U>h 
6. nli2*»*>12<Dfflft£jjr?\ 

ixmcosmcc&w} 

[0001] 



[0002] 

ttr urt^f-mn^mififjhtix a o . muf 
«l ri//w> (r- • **) puva 

<y?PV-«fcftjm«»H) «£. «7?f>« 

io *t«rtt«<. m:xfo>f KHffiWi. «mw±A 
xx-x>*s^t:<nMtmtmmttt^x^i>. m 

27 [stvple 16] 597-602, 1 995, 

mm&SL. 27 [anpple 16] 603-609. 
1995). T h K-tt4I«Mt4JHrU. Th 1 
•NA^t-IMfcTh 2-NA'/t-«BW<?VX«^IWi 

-«r*>^T h 2tmatanvmtzh t».Th 2tm&t, 
kjo-t ><o««*r*ott*. wwai i mil win 

**fc*oTvvfc. «oT. Th 2MRMUSL*fmt1> 
A y*-7*n>*>fU9BmZt;#K*e > tlX»& 

[0003] — <C SftStob h^AMIttaKtft 
fc&4«tftfc 4 ~8«Httfc**fc * 0 2 4-4 

x*>->tz#. ♦e-ctti BB-mmmum*t*m 

ate phase reaction of the type I allergyTJiO. T 
h 2^Wt-*fi • »IBW*ai<flW>->T^* 
*i*J:5t=*^(JM?jat. ■SofeS, 2 7 (5) . 
564-574. 1995) . iOXfcdC 

fifrXTi x-#-*>3 MHcM»t 5 y ( t Jt 
^S^tt«l«BKfirWr<-«l«!Ct,BW-) kXft 

50 [0004]*^. *imr><L&*bMHLfi:<tt)*# 
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«oa»&*ii:$roTva. mta, i -w»-ih— r 
5 r-/ [ 4 . 5-c] v-4-rs>«fctT 

a^-f^xwr** i -4 vr+n>- 1 H->f 
«/[4. 5-c] ^yy>-4-rsy (4 S**K) 
ZWht LTV»<o*HOfeii.TV>* <R*tt«Wll 4 5 
34 0*. #ffl*JHII4 68 9 3 38*. *0B»ttl4 
698348*, *QB«WB4 929624*. ftffl* 
IWB385630*. 3HBWWH5 34 6 90 5* 

»IC«f5«Wlffffllill»?*iTV^V». 4- 

Ji1«B¥3-264 56 2*CBlK5**lTV^*«. fftt 

[00051 * 
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[00 08] Xtt*«K«fctt/NoyvK^ 
***>U mttl*»*,9*>»*. nll2M1208 

at***-. 

[0009] < 2 ) JJ2 < 1 > «E*OTS FRWHc* 

[00 10] (3)TE*II-C«*it**I<or5H» 
[0011] 30 

[fl:i u 

X'— <CH,)»-a»M- (ayn— n-^ 



(fl) 



[00 1 2] 3CII+. Xtt/>oy>K****>U m 
lil*»£90fflftfc. ntt2*»£l 2*>fflS*ji?*\ 
[00 13] (4)TEsCirT«S*l$3!WOTSFtt 

[0014] 
[fcl2] 

HjC=CMCO«- (CH,)n— K-^ 



* [0017] 
[«13] 

H,N- (CH^n — N — ^ 
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[00 18]3<CII](t>. nli2*»£l 2<OWkfc-*-T. 
[0019] (6) TK*IVT***l«5SIOT5 FBI 

[0020] 
Hfcl4] 



Ov^Ci 



(iv) 




<n' ) 



[OO 1 5] nJi2*»£l 20fflftS-*T. 

[00 16] (5)TJ23«UIT*3*l.*3CI<orSK» 
*****tf*fc*>*>***»*T*>*. *50 



[0021] *IV«t». n«2*W> 1 2<r«««r^r. 
[00 22] (7) TES?VT*SiV&SCI<orS FMW 

[0023] 

[fci 5] 

II (V) 




[0024 J 3CV«K R#/Jc*<0fc*. R'tt. 



(5) 
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2T*>'-fcr>'«ly\oy>\ - hat>*\,Mi* 
h^^B»W«r*r LT t J: ti 7±-)VTA>ti/ H MS. 

tt* b*>**&t:1% LX t> X »7 x J 4 

Mk. aa»i-8r4WWt*LTt.t^r^a^^ 

#^l~8T4H**£lTLTt>J^v\ 

£*LT t> J: ^7 x -;PT/P3#^^-^«i-^ 
"T. R. R'^-o^oTAnyy. -ho* 

emti. nii2**12tf»B*7!T**. 
[00 25] (8) TT2*VIT«S*U#U0T$FR 

[0026] 

R K" N - (CH,) n — N ^ 

20 

1 (VI) 

[00 27]3*VI* % R****<0fc& % R'fcU KSK 
l-8T^»e*LT4>J:^r^y-f/«. KSft 
l-8Ti>«IB^WLT*>J:tv\DT/P^y>f/P». 1ft 
3Wtl-l 2T^Hf>«J:/\Dyv. rhDU^i 

2"C<>-e^aLhMnyv. -hoj^ 

mMf^l-ST^m^LXhX^T^ 
-8T4***£1FLT 1> J: 
vvNor^n^^^y^^HH. *>h v l - 1 
2T^-e>-SLfcy\oy>\ — hafefct^fctxh^K 
MS* W LT t J: i >7 x :^T/Pn* i*#;p;tc^/i^£ 
R. R'tfi — *2lzZc~>TJ\uy> ^ ~ Kd 

Keiwr*. na2Hi 2owrt^r # 

[00 28] (9)Tffi^VIir^$^3tIor$K» 

[0029] 
l«17] 

ft R*N-(CHpa — NH 

[00 30] 5*VII*. R#*S<0fc&, R'ii. ftSft 

i-8T4HttitwtrtJ:v^T^y^/m v **ft 
!-8T#«i^«*LTt>J:Vw\nT^y-{/l4l. « 50 



8 



2T^-tf>if±/\oy>' % zho* 
*^ixh^^«ft»^LTtJ:v^7xy*^T^ 
IWWRl-8T*««^*LTtJt^T/Pa 
*^#/P*-/P*. JWR»l--8r4Hlt«^*LTt>J: 

2r^-e>t*jbMoyv % -fD^^>h#yi 

UT X v ^x^^T/HJ^-^^-/HS^ 
*r*\ R. R , ^t4->T/\D^, zho 

****** h*>**a6£*rLT tit^iHKtt'f 5 
H^Mti. ntt2*>M 20ffl&*iTc*\ 
[0031] (10)TK*VH!T^*^**!<0T5 

[0032] 
[<tl8l 

R ft* M-(CH l )n — Mi 0 

' cic « 

[00 33]*VIII«K R#**<Dfc£. R'tt. K* 

*i-8r*«w«:*UTti:v^r/^y>f/^ pa 

* 1 -8-WHWM:* LT 4> J: v v\a7^ y >f 

— l 2t^-tfy«±/\Dyy, -hc$>ii^ 
fc* i^^wafcir lt t J: ^7x^r^y>f /p 
at. 1 2X'0*£>m±^uy>* zhDi>. 

* v h * i"WH***rLT t .fc vv7 x y * ^t/p# 
S4Mk. USWBt 1 -ST****** LT i> X^Tfra 
*i'*A'#zJl* % #SRl-8T#W£lTLTLJ: 

IJtiE&* t X i> X v %7 x ^7;i/3^f i^a 

^T. R. R'#— otC3fir->T>NDy>. — ho 

fc*t*lij* h*zsmmmttLXLX\,&&&m<4 $ 

[0034]«V, XVI. XVII£*|lt*R % R'liT5 

y**>«MT*>o. r-fe-f-zu. 

h^y^/P^— ;K iso-:f tert- 
[0035] Xl^^1tK^E»Wc3*#L 9 ^aw«o 
K* Sett. i^x'Xtt. /fVW.ylS, p-h/WX 
[0036] 
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[0038] IB (l)t=4JV»T. SMHHrCAiaWX 40* [0039] XH ( 2 ) (C&Wt , - KoafcoagBi* 
02 . 4 ->;?dd- 3 ho*/ !l Vtt&ftAMTC 
XrrUXJK»*» (0>e..Ber.. 1918.51. 1500) * 

^^TSX»«yrSyflaWtt44«W)*tt (Synth. Co 
—m.. 1990. 20.2559. J.Ned.On. .1988.31.898. J.Qr 
S.Chea.. 1981.46.2455. J. Aaer.Oiea.Soc. .1941,63.852 



[ 0 04 0 ] IS ( 3 ) C&ivt. SCVIKO^-^Urt h 
[004 1 3 X« (4 ) iCiSWt. sCVI*Hfc£*05XS 



<7) 



1 1 

samtniiamBUBt, fiw**>sacy6tT*s* 

RSESktH:*jRtlZti>*T*1>. fcfcitf. SOS* 
tert- fY^^ij 1VX=JV ( Bo c ) (0«&til^^ff 

(2) o*^liR^c«-B«($-a«-r & .r k ict -> t 

[004 21 IS (5) £&tvr. 13«M»K>^ 
fcl^*&£fcfcJ:oT*W>fc***»*.Ik** , ce< 

a. 

[004 3) IS (6)£JSWC. sr-h^u-r (K 

T. *lll<0ft^»t»*ik*»T8'*. 

[0044) XS (7) fcjswc. «W*fi«c±*>*ltfc 

[0045] XS (8) £&tvt. 3t!lI*Xt61»*M 

arji>»>mhbt>izm*i*im (fckiif. n.n- 

^•>fW;^7S H) • 

[0046] is (9)iaswt. Stti<ofl:^*{4^jj 
*t*9. *n**^iir«fl:**fck«,t:ss'Wi 

*/W>TS K. x*./-/K n-To/ty 

-/p. -fyyo/ty-A**) «*8!W*ckCJ:or 

** (fcfcitf. KSTMWhy^A. «|»>jn. 
h'Jx^TS^k-) *«v»Tt,J:vv. 
[0047] *$S«B03Cl T**ft.*TS KStWfc&Zf 

». *r**«. tow. s»jr. sba. k 

v^WWi. €L»JH. jAKR. £J»fl. 

*». D-i-jy, ISWJWik-AW4.il 

R«w««fLd*«aD«it-ffl^*ck*«r**. ttb 
*ktT<±. sen. tirsm. mm. warn. ** 
m. sum. »fejH. smh. mi. mm. 

[0048] 3«IOft*SaV*«IW«D«tt. »4 U 
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1 2 



Kit**. D-ysi-. ?U-Afr?*>8ft&««»fc«> 
«>WHtf>»t-fc*. 

[0049) *i*xt£*& vt<«f»au. mm 
gawwiy^aawiib^^s^jB^Rfck^. * 

[0050] 

f^tt. I RJW h/W*B*** I R - 8 1 0 . » 
H-NMRW hA4i Varian lliity 400 MB Aiwa 

[0051) (JKSM1) 

*rsyi -^>-»pp-^--)>p*yuv^»* 

2,4-y?DD-3-rhD^/lJ>'0. 1 9g (0. 
7 6 8—dI) at/N- (^V£;;lor*y;&A*JXrt,) - 
1.3-TO/ty^TS^O.l 6« (0.768bbo1) 
20 *MJX*-rt'T5>'5al*. 7 0"Cfcao»LT l*flW 

^Uy(CSglU *&. «• (MgSO. > ft. JMItr 

7 -f -fcft L. n -^^i — IWtC-f-A' ( 2 : 1 »/ 

v)»ass»cj:9, 4- [3- (^yA'sr^*^ 
#=jut$.s) meyprsy] -2-^00-3-x 

hD^/yy0.27g (0.65 laol) 3frlWSS3lEfc 

*. 

30 [0052] 1 H — NMR (CDC It) S (ppm) : 1 . 
79 (2H.m) . 3.35 (4H.m) . 5.02 (1 
H.br), 5.18 (2H.»> . 7.15 ( 1 H, b 
r> . 7.37 (5H.m) . 7.57 (lH.t.J«8. 
Olb) . 7.73 (lH.t. J = 7.8Hz) , 7.90 
(lH.d. J-8.4Hz) . 8.21 (lH.d.J-8. 
ORz) 

[0053] (HM9I2) 

3 -r s y - 4 - r 3 - i**vn*r*i,i>i\,*=ji,-r 
40 4 - [ 3 - (^v^jr^y^^rft^rs j > roe 

rt'TSy] -2-^oa— 3-shoVJy0.2 7 

8 (0.6 5 1MO1) t^^y-yHOaJCJWWL. 9 
«Ual&tARB0.2 2g (0.390hd1) frjoi* 
»T2^«WfU7t. JiM^fclMlKIWcSR^hy^ 

« ( N at SO* ) ft. «**)SETV£lfc. Btt»£" 

A-> 9 S-n, ( 3 0 0 : 1 »/v) «US#fc; * >) . 3 

-rsy-4- [3- ( i,*rm=jvT s 
» y> mtf^rsy) -2-^oo^yyvo.i 2* 



1 3 

(0. 312-ol) *r«*fi»*fcLT fc. 

tmrtm or** . 

[00 54] >H-NMR (CDC la) * (pp.) : 1. 
76 (2H.m) . 3.30 (2H.m) . 3.42 (2 
H.q.J=6.3Bz) , 4.21 (2H.bs), 4.44 

(lH.br), 4.92 (lH.br) . 5. 16(2 
H.e) . 7.30-7.39 (5H.m) . 7.46 (2 
H.m) . 7.89 (2H.m) 
10055] (01*013) 

1 - f 3- «>iSn,**i,**,iK-rt,T$ J\ tpk 
#H -4-?QP-lH-4S»Vr4. S-rl*/ 

3-T5/-4- [3- (OiSfr** isfiK-ji-JUT 

sy) roe*7sy] 1 2 

* ( 0 . 3 1 2— 01 ) (z b yxf-zpsrn'h*^— h o. 

5 2.1 ( 3. 1 2-dI ) *Jn£. 1 0 O-CCJBRLT 3. 
5WB»fU. K)6«tJSffr-WBLT. 1- [3- 

(o^^^/wfi^rsy) 7DU*] -4- 

^DD-l H --f [4.5-c] df-y>J>-0. 1 2 

8 (0.3 04-oD «:8»ftfiB*fc LTltJt . CWt 

(0056] 'H-NMR (CDC It) 9 (m) : 2. 
24 (2H.m) . 3.36 (2H,q,J =6. 4Hz) . 
4.67 (2H.t.J = 7.0te) . 4.95 (lH.b 
r) . 5.14 (2H.s) . 7.3 1-7.39 (5H. 
m) . 7.62 (lH.t. J«7.8fe) . 7.71 (1 
H.t. J=7.8Hz) . 8.0 9 (lH.s) . 8.1 3 
(lH,d.J-8.4h). 8.21 (lH.d.J-8. 
4Hz) 

[0057] (HJtn4) 

1- -<-»np-iH-(s 

l- [3- (^>- -s/uttisfiAtf-iur z y ) roe 

A<] -4-?DD-lH-0^/[4,5-cJV 
•)f0.12g (0.304-01) CJ»<t**-IW [3 
3*] 3olfriDi. SaT1.5*RHiffL3t. KJKR 

a^AawctjDi^oa^ATSBttajL^:. ten 
(Na,so«) tt»«$-«ffT«*u. Sitt-vyay 

^y-TP-3 2%B» ( l 2 : 6 : 1 v/v) ig£Sft-(c 
J:9. 1- (3-7S/me*) -4-^od-ih 
—fS^V [4.5-c] *cS<J> ■ 0«g < 0. 

187-oD tiSHftflWcfc LT»fc. C«t<0O#Jt 

[0058] "H-NMR (CD»OD) (pp.) : 1. 
94 (3H.8) . 2.3 9 (2H,m) . 3.12 (2 
H.t.J = 7.8Hz) , 4.82 (2H.t.J=7.2H 
z) . 7.70 (2H.m) . 7.97 (lH.d.J-8. 
Oto) . 8.27 (lH.d.J-8.0lb) . 8.4 1 



<8) 1WrT9-208584 

1 4 

(lH.s) 

[0059] (£*M5) 

l-(3-T$/rotf^)-lH-^g^r M c 
-cl*yu>-4-TSy^tf 

i - (3-rsyroe/p) -4-^oo-ih— <s 

[4.5-c ]#yy> iWBB6 0- (0.1 87 
-ol) fr»fl3WRa»t:A*U *9J-n,\ OolJU/r 

xwrFawcrvt-rsoi^ani. isortaoRUT 
lawful. se»**ETWiu »***«<>>* 
io «W»tiN-*iM:^hy^A*jBao.5oi%iDi 

(3-rsyxatr/p) -ih- t srrt4.5- 

c ] *V»J>-4 -T5V1 lag (0.04 5 5— ol) 

fraweittttsa (m P : 243— 24 sx: (#*) ) 

ft*. 

[0060] IR (KBr)cr' : 3320. 31 7 
0. 1650 

'H-NMR (DMSO-d.) * (ppa) : 1.93 (2 
20 H.m) . 2.57 (2H.t.J-6. 6Hz) , 4.64 
(2H.t. J = 7.0Hz) . 6.55 (2H.s) . 7.2 
6 (lH.t.J = 7.2Bz) . 7.44 (lH.t.J- 
7.41b) . 7.62 ( 1 H.d.J=8.0Hz) . 8.12 
(lH.d.J-S.OHx) . 8.19 (lH.s) 
[0061] (<*3tf*6) 

4- T3- (tert--rK*^/>/t,rf{^T?= js -mK 
frTXJ} -2-?pp-3-~ Ko*y.i v<tw^» 
2.4-y?DO-3-ihD^y!;yo.59g (2. 
4 l—o 1) At*N- (tert-^h^^^^) - 

30 i,3-7o/^yrsyo.42g (2.41— i) » 

MlXf-^TSVl 0.I+. 7 0X:«=JW!LT1. 5* 
WUHtfLtc. MET h 'J X-f-;PT 5 L . Wtf: 

*fc**\> VCSWU *8L. (HK (NaiSO< ) ft* 
ffFWBLfc. «Btt\X^y-A-Try*\a.U-rLT 
WRU 4- [3- (tert-7>*5oM';tf:irtrT5 
y) TDtr/t-rs/] -2-7on-3-^so*y y 

V0.61g (1.60-oD £ftfeJgA(mp : 159 
— 1 6 1-C) tLXWz. i^tWMMISTWx-^tt 
fifrVMiDT**. 
40 [0062] IR (KBr)er' : 3310. 168 
0. 1 580 

» H-NMR (CDC I,) * (pp.) : 1.50 (9H. 
s) . 1.77 (2H.m) . 3.27 (2H.q.J=6. 
lib) . 3.36 (2H.q. J = 6.0Hz) , 4.82 
(lH.br) . 7.37 (lH.br) . 7.55 (1 
H,t.J = 7.8Hz) . 7.72 ( 1 H. t. J -7. 7H 
*) . 7.8 9 (lH.d.J-8.2lte) . 8.27 (1 
H.d.J = 8.4Hz) 
[0063] (XM0I7) 
0 3 "7*5 ^-4- T3- ii&i^_Zt&kAJk£=JkZ 



(9) 



1 5 

4- [3- <tert-rh*S^fr;WatC— *T$y) Toe 
/PTSyj -2-*oo-3-xho*yy>'0.27 
S (0.70»ol) *X*y-/P7alfcJ»KU *HW 
-f [II] • 2*W*0.55s (2.4 5-oD Oat I 

•aatoaaKU:. ^awtKKat2N-r^-r* 

Cfcit. ?nn*/]^T2©«itfju (***) . 
fl»(Na»SO*)tt. *eet***«£L*:. mm* 

^-BWx^/P ( 1 : 1 v/v) WIMKHZJt 0. 3- 
[3 - ( leri- f Y**stj)Vi£-A>T 5 

y) 7D^Tiy] - 2-?no*y »j>-o. i 5k 

(0.4 2 8«ol) *»*fel8Jlfc LTWfc. 

[00 64] 'H-NMR (CDC 1j) * (pfb) : 1. 

4 9 (9H.s) . 1.7 3 (2H.m) . 3.29 (2 
H. t. J = 6.2Hz> . 3.35 ( 2H. q. J = 6. OH 
z) . 4.28 (2H,bs) . 4.6 0 ( lH,br) . 
4.7 5 (lH.br), 7.44 (2H,m) .7.87 
(lH,d. J=7.6Hz) . 7.94 (lH,d,J=»7. 
6 Hz) 

roo65i (mmma) 

3-757-4- [3- (Urt-7h*tSs#Ati!ZLAfr 

sy) roe/wr$y] i 5 

5 (0.4 2 8»ol) fchUX^MvWh*/!,*— h0. 
3 6.1 ( 2. 1 4«oI ) fciBiT. 1 0 0TrC2tfH$ 

U ^oo^-^^y-A, (150: 1^100 : 
1 v/v) l- [ 3 - (tat-7M**> 

[4.5-c] ^/'jVO.Ug (0.388k> 
1) (mp : 1 5 5—1 5 6«C) t LT» 

[00 6 61 IR (KB r ) cr> : 3 380. 168 
0. 1 520 

1 H-NMR (CDC 1 j) * (pp.) : 1.4 7 (9H. 
s). 2.22(2H,m), 3.30 (2H,q, J = 6. 
4Hz) . 4.68 (2H,t,J=7.2te) . 4.7 (1 
H.br > . 7.6 6 ( 1H. t. J = 7. 6Hz) .7.72 
(lH.t. J=7.6Hz) , 8.0 9 ( 1 H.s ) . 8. 1 
6 (lH.d.J = 8.4Hz) . 8.2 1 (lH.d.J = 
8.4Hz) 

[0067] (XtW9) 

i - [3 - (tcrt-yh^^^x^r^y) roe 
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-4-7DO- 1 H-- ( £4 . 5 -c ] *y 
y>50* (0.139hd1) t«tX^l/^3alt» 
»U hy^^oiWO.l 1ml (1.39ao!) ** 

i n -*mtr bv* <u*mm i «i *a* *** % 

^OD^AT50«ajt. tat (NaiSO*) flWE 

***o) rhvf^i^tLTffmfefvu i- 

10 [4.5-c]#yt;^i4w(0.0536«ol) *e 

[0068] IR (KBr)cr 1 : 3400. 159 
0. 1510 

l H-NMR (CDC l*+CD»OD) 9 (pi») : 2. 
06 (2H.m) . 2.72 ( 2H. t . J = 6.8Rz) . 
2.98 (2H.br) . 4.64 (2H.t. J = 7.0B 
*) , 7.57 (1H. t. J = 7.6Hz) , 7.61 (1 
H,t,J«7.6lfe) . 8.03 (IHs) , 8.05 
20 (lH,d,J»8.0ilz) . 8.1 1 (lH.d.J-8. 
Ottr) 

[0069] (MMIO) 

1- (3-7Sy7DW -4-^dd-1HMS 
^/[4.5-c]^yiJ^14«f (0.0536h»I) 
frimillUijfj«£A#u *?s-/U5miAim*rFm 
*T>*-T3al*io£. 1 5 0X^cWiUr 1«B» 

30 U<r-M«»0.3«I^aD^ffaj^^*-»LT. 1- 

o-rsyroejw -1H- f a^r [4.5- 

c] #yy^-4-T$>8« (0.033 lwl) * 

[0070] (mnin 

1 - [3- (tert-rh^^^x^r$y) roe 

40 ^] -4-^DD-lHH$//[4,5-c]^y 
y^3 0*f (0.0831—oD tSK>&A,Tiyi* 

fcioi. 1 5oxzzmmi,x3mBimLtz. met* 

i«tp<^PVT2SI*iaun:. «m&IIIQHIMc« 

*hy*A*wira»u «m (Na,so4) m 

0: lv/v)jRBBiHC29, 4-^>^T$y-l 

- [3 - ( tert- r h ^ i^^^^x^r $ j ) roe 

50 -lH-^//[4,5-c]VyV35« 



1 7 

(0.081 1 — oi > «-afe»3fe(nip: 17 1-17 
2.51C) t LTfttZ. Zc?>i,(Wrttfenfrr-?im 

tOO 7 1 J IR (KBr)cr': 3330, 170 
0. 1 590. 1 540 

•H-NMR (CDC I 3 ) a (pp.) : 1.46 (9H. 
s) . 2.1 8 (2H,ra) . 3.25 (2H.m) . 4.' 
57 (2H.t.J=7.0Hz) , 4.64 (lH.b 
r) . 4.9 5 (2H. d. J = 5.2Hz) .6.05 
(lH.br) . 7.2 6-7.36 (4H.m) . 7.4 
7 (2H.d.J = 7.6Hz) . 7.51 (lH.t.J = 
7.6Hz). 7.82(lH.s). 7.92(2H.t.J 
-8.0Hz) 

10072) (*SltHl2> 

1- (3-TS/TPrVM - iH-/.^r f1| c 

1 - [3- (tert-n^ 

t?ju#-n'T$. s ) 7Dt*] - 1 h— { srr r 4 . 

5-e]^/i)^30ig(0.0695«)l) *flK3« 

iw§*u *my<5i;<-7A-9tx [2ox] 0. 1 « 
tun. 1 Binstaw:. aB«*«iwsETJwit- 

— tlftL. ^nD^A-A-jt^y— n — 3 2%ltft 
(6 : 3 : lv/v) 9SM»*>MRa**. 

tvw* 'JwareatiPKL. 1-0 -rs /roe 

*) -1H-- f Srv* [4. 5-c V-4-T 
S>-7« (0.0 290-oD «r««fe»*i LT» 
Cofcirx^ttgBi, 50t«5Ofl:^«t-«L 

^. 

10073] (5IIIW13) 

4 - f4 - ft^-7r*v**7KxA,-r-: y> 2l£zk 

T^l -?-»DD- ! .-- | >p#/ , |yJ>ft| f . 

2.4-^oo-3-r|.ot/yyo.72g (2. 
9 7-al) aV N- (t«rt-r^^;^-n,) _ 

1.4-^*TSyr^^0.56g (2.97»ol) fcf. 
ifr^^ 2 " 4 '- 7 1.5ft* 

U *fc ggft (MgSO») ft, «ET*Ht$-«*L 
fc. »»*n -"^"•r^-yx-f-nx— TiV ( l • i v/ 
v)Thy-f- a p- ht TTOU 4- f4- (ter 
t - -rV^istifisiK-frT 5 / ) -2- 
^OD-3-^KD^yijv 0 .97g (2.46-ol) 
«ft»*(mp : 1 25-1 26. 5*C) i LT» 

I0074J 1R (KBr)c-i : 3340 328 
0. 1 680. 1 540. 1 520 
•H-NMR (CDC1.) * (pp., . 1-46 (9H 
s> • 163 (2H.n«) . i.7 8 (2H.m) . 3* 
19 (2H.q.J=6.4Mz). 3.47 (2H.q.jL 
6-lHz) . 4.68 (lH.br) . 6.4 1 (1H b 50 
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40 



(10) *W*9-208584 

18 

D . 7.52 (IH.t. J-7.7fe) . 7.74 (1 
H.t.J-7.8«fe) . 7.91 (lH.d.J-8.4H 
z> . 8.1 1 (1 H.d.J=8.4Hz) 
10075] («fc«14) 

4- [4- (t^t-rM^jMf-^rjy) r+n, 

TS>] -2-^dd-3-S|.dV!)>0.5« 

(i.27mbi) *x*y-,n 3mtzmmu *<tr 
-run • 2*10*1. 0g (4.43«,i) Man* 

H**jK8 Lfc. RXHetfr 2 N - T>*=.T*tzMf 

^oD*^r20aaiL. m <*b*) 
a* s o«) «. *&rmxtrv*LK. m*i»j*,y 

Kxf-4, (2 : lv/v) SJUB^tJ; o B*^*^ 
jWW4ft^x-f-/|*x— rA-T h*J -f-o. w- r tx . 3 

-rsy-4- [4- (tert-rr*s^A*rxA,TS 
>>) r*/PTS,/] -2-^oo#yy> 0 .12« 
(0^2 9«,i) zm&sntLT**:. Z*>i>e#> 

10076 J IR (KBr)er' : 3 270. 168 
0. 1 540. 760 

•H-NMR (CDCh) * (pp.) . !. 44 (9H 
s) . 1.64 (4H.m) . 3.17 (2H.q.J=6. 
0Hz) .3.27 (2H.t.J = 6.6Hr) . 3.8 9 
(lH.br).4.15(2H.bs).4.59(l 
H.br) . 7.47 (2H.m) . 7.77 (lH.d.J 
= 7.6Hz) , 7.89 (lH.d.J = 7.2Bz) 
10077] (SQtHl5> 

3-T5y-4- [4- (t*rt-7b*>J!,n,*=jUT 

1/1 '"^rsy] -2-?oo*yi;j/o.i4g 

(0.38 4 not ) fc h 'J X*/l* f. _ J. 0 . 3 
2-1 (1.9 2-ol) trMJi. 1 0 OTCfcrttRtT lft 

(150: 1—100: lv/v) 
0. 1 - f4- (tert-rh^y^/^-^ray) r 
**] -4-^Oo-lH— f S^V [4.5-c] * 
S»>0.12s (0.321—1) *S«fe»*(m 
p : 148-150-C) bLTHt:. Z9>\>9W>Met 

[0078] IR (KBr)cr' : 1 695. 1 510 
'H-NMR (CDCI,) s (pp.) : i. 42 ( 9 H. 
s) . 162 (2H.m) . 2.06 (2H.m) . 3. 
21 (2H.q.j=6.4lb) . 4.58 (lH.b 
r) . 4.65 (2H.t.J=7.4lb) . 7.66 (1 
H.t.J-7.2fc) . 7.72 (lH.t.J=7.6H 



30 
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x) . 8.02 (lH.s) , .13 (lH.d.J-8. 
4fe) . 8.21 (lH.d. J-8.2Hz) 
[0079] (KJtni6) 

1- [4- (\jert-7h*is*Hl*i=JlsT$S) 7+ 
*.] -4-^DO-lH— i S^V [4.5-c] *J 
WO. 10s (0.26 7mdI) *Wc*+\s>b*UZ 
mmt. h*J7A'3romB0.21il (2.67mdI) t 

mtmuvimmLt:. rjess-ketwiu sat 

tz i n -*mn- h y •> 2ml&V*m*ttBt 

t?DD**AT 5 mt6tH L . tttl (Na.SO*) ft* 

ffTWiUfc. &*x*-^x-t-a> (flHfcX-f-Wv 
*0**tr) Thyf-jLU-hLTIfaWlltTOL, 1 
- (4-TSyy-f-/W) -4-^oo-lH— f SrV 
[4.5-c] *yyv4 5«g(0.1 6 4-oD *8at 

[0080] IR (KBr)cr' : 3400. 295 
0. 1.670. 1 520. 1 360 
•H-NMR (CDCli) * (ppm) : 1.51 (2H. 
m) . 1.96 (2H.m) . 2.66 (2H.t.J-7. 
2Bz) . 3.03 (2H.bs) . 4.53 (2H.t.J 
= 7. 4Rt) . 7.56 (lH,t.J=7.4Hi) . 7.6 
0 (lH.t.J = 7.5Hz) . 7.97 (lH.s) . 8. 
02 <lH.d.J = 6.4te> . 8.04 (lH.d.J = 
6.4b) 

[0081] <KJtMl7) 

cl4/^-4-TjVtfv&* 

l- (4-Tsyr-f-A-) -4-?oo-ih-<< 

V[4.5-c]4fyy>'40««(0.146»>l) *|f 
f*=T4«l*Jni. 1 5 0ty=JaiLTm»fU 

lN-*wt^hy^A*»ao.5«l»jqin:. was 
m*TOtx^y-A^^mi»Lx. i- <4-rs 

./7*4>> -iH->f S^V [4.5-c ]*✓ •/>- 
4-T5V14«g (0.0 54 8— ol) t aBBMM tH 
(mp : 227-230. 5<C (#*) ) tLXUfi. 4 

[0082] IR (KBr)cr' : 3340. 318 
0. 1650. 1 530. 1400 
•H-NMR (DMSO-d.) 9 ( m ) : 1.30 (2 
H.br), 1.39 (2H.m) . 1.89 (2H. 
m) . 2.55 (2H.t. J-6.8H2) . 4.59 (2 
H.t.J-7.0Hz) . 6.56 (2H,bs) . 7.26 
(lH.t.J = 7.4Ht) . 7.44 (lH.t,J»7. 
7Hz) . 7.62 (lH.d. J=8.0Hz) . 8.05 
(lH.d.J=>8.0Bx) . 8.1 9 (lH.s) 9 
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(9mm ib) 

■5 y- 1 - T4 - ffari-y 
J ) 7*11,1 -1 H-^f g^/ T4.S- 

c]*/»jy<r>»g 

1 - [4- <tert-7b*i'#A'itt=A,T§S) 
A'] -4-^oo-l fS^V [4.5-c ]*./ 
•J >7 Omt ( 0. 1 8 7— dI ) COS/iPTS^Bl * 

eyozSA'T 5 y&W2c L . i N-OMSZHHUcfr* 
10 i«t>^U^T2BMttfiLfc. ftMfrlMUHMe* 
*MJ*.faMNrcft»L. «a» (NaiS04)«. M 
£ET«Bt«*Lfc. aai^^y«^A^?A^n7h 
?9?4— tZttt. fOTX&A'A.-Xf JvA> ( 1 5 
0: IrA) WaJWHCtD. 4-^^TSy-l 
- [4- itert--rh*isfi>Utf=JUTiS) 7+H>] 
-1H— fSrV [4.5-c] ^yy^7 9«g (0.1 
77— ol) *fift»3fc (mp : 1 51—15 3. 5X1) 

**. 

20 [0084] IR (KBr)cri : 3380. 331 
0. 2930. 1680, 1595. 1540. 124 
5. 1 160 

•H-NMR (CDC 1.) * 0*a> : 1.4 2 (9H. 
s) . 1.58 (2H.m) . 2.02 (2H.m) . 3. 
18 (2H.m) , 4.55 ( 2 H, t , J = 7.4Hr) , 
4.55 (lH.br) . 4.95 (2H.d.J = 5.6H 
x) . 6.03 (lH.t. J = 5.6Hz) . 7.23-7. 
36 (4H.m) . 7.47 ( 2 H. d . J = 7. 6Bz) . 
7.51 (lH.t. J=7.8Bz) . 7.75 (1H. 
» s) . 7.90 (2H.d. J=8.0Rz) 
[0085] (JtttM19) 

1- (4-T5y^Jt,> -lH-,fjf>/U.';- 

4-Avy*7S/- 1 - [4- (tert-7h*!s&n, 
#=JUTS-S) 7W\ -1H-- f =rV [4.5- 
c] #yy>6 7a«(0.1 50moI) *<¥K5«I«* 
**U MMf t?5/>> a-jhk [ 2 0%] 0 . 1 5 s * 
*i2BIBirtM«U:. KSXfrTOU MEETiM 
tr«* LfeflHStt* ^ y * y/l'* 9 A? cr? P ^9 7 A 

(6:3: lv/v) J: *) BBm<OlWWfc». 

TiP^y»lLTBO»«:»»KL. l-(4-TSyr^- 

*) -1H-- fsry [4.5-c] *yy>-4-r 

SV1 4ag (0.054 8aaol ) «-W8fi»3fetUT# 
fc. :<OfcW*ftttt, 3®t«l 7«Hb««t:-ftU 

[0086] (5SatH20> 

1- [3- f f4- (yy^iW) -i-e^c 
yyvT-te^T T? yl ZPgZtd ~ 1 H-^»W 
> f4.5-c1*/Uy-4-Tgv^ 
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a) ?DOftfto.l Og (l.lMol) Atfl- (3 
-TSVT-Ot:*) -lH-^^/[ 4t 5-c]^ 
SVy-4-T$yO. 24* (lnol) *N,N-*;> 
^;^^T$K3 0«ltcSHiL. l-<3-S^?-/P 
T 5 /TDt/H - 3 -X*****^ $ K - IBttS 
(EDCI ) 0.29k (1.5-oi) *in£T*«Tl 
*M#Ur* «6*vC**jDi. ^DD^/UtlB. 
^dd^-^^/-a, (10: 1 v/v) T3S«ai 
Lfc. *««****Ttt*U «*<Na*SOO 
iCETMt 8f£ LT „ 1- [3- [ (^oox-k 

[0087] b) a)T#**l*l-[3-[<? D 

DTtfyp) rsy] rotryp] -ih— 4 

V-/t-5al(c#|fU 4- (y7x^^y) 



(12) 
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10.14k (0.4 7 2«K>l)aW«Wc 
y-H U^A48mg (0.566hoI) 7* 

CftU ^Dom^^/^oo : 1-20: 
lv*)ttn»£iiK 1- [3-C [4- <$^7* 

oe^j -iH-^^/[ 4i5 - c]#yy ^ 4 

-TS V2 Omg ( 0. 0 3 64w>] ) *Xft&#ttKfc 

l0088JIR(KBr)cr':3320. 165 
0. 1 525. 1 070, 700 
•H-NMR (CDC 1,) 8 (pp.) : i. 70 (2H 
m) . 1-86 (2H.m) . 2.19 (2H.m) , 2.' 
27 (2H.t.J = l 0 .4Bz) . 2.74 (2H. 
m> . 2.98 (2H.s) . 3.39 (2H.q. J-6. 
5te) .3.45 (lH.m) . 4.54 (2H.t.J- 
7.0Hz). 5.49 (lH.s). 5.60 (2H.b 
s) . 7.21-7.36 (1 OH. m) . 7.38 (1 
H.t.J = 7. 2 Hz) . 7.51 (lH.t.J = 7.7H 
*) . 7.82 (lH.d.J=8.2Br) . 7.89(1 
H.s) . 7.90 (lH.d.J = 8.0Hz) 
10089J (SWW21) 

1- f3-(T^U)t.Tj ! /| TDt;iH-i»-^ 

rr f 4 . s - r i >, y -4 -r » y^ n r 

i- <3-r$y:roe/i.) -ih- f s^v[ 4 5 

-c]^yv-4-7S>0.24g (l-ol)*N. 

75*1 (1.1B.DW1- (3-Wf*7S/r 
oe*) -3-x****«3*f s |t . ttftao. 29 

iiii^T 1 } 5 «WW^. «6 



( 1 0 : 1 v/v) T4B»WU:. ***** 
tt*Tat»L. te» (NatSO«) «L HffTWKt-W 

ThU-f-AU-hUTTOU l-C3-(T^y^T 
Sy)70tr*] -1H-- fS^Vt4.5-c]*y 
yv-4-TS>0.14g (0.474«»l) ttffg 
»*(m P : 17 3-1 7 5-C) i: l/C#fc. 

[00901 IR (KBr)cr' : 3330. 320 
0. 1630. 1525 

•H-NMR (CDC I,) * (pp.) : 2 .25 (2H. 
m) . 3.47 (2H.q.J=6.5lfc) . 4.61 (2 
H,t.J = 7.0Hr) . 5.47 (2H.bs) . 5.7 
(lH.br). 5.71 (lH.d. J = 10.4Bx) . 
6.09 (IH.dd. J=l 6.8. 10.4b). 6.3 

2 (lH.d.J = 16.8te) . 7.33(lH.t.J = 
7.6b) . 7.53 (lH.t.J = 7.8b) . 7.83 

20 (lH.d. J=8. 4b) . 7.92 (lH.s) . 7.9 

3 ( lH.d. J = 8.2Hz> 
[0091] («*M22) 

1- 13- (T^yyPTSy) -1H-- f s 
rV [4.5-c] *S*J>-4-T$>'0.12a 

(o.4 0 6odd tx^y-n^i oriomu 4- 

(i^xX/totMfW e^y yv aMKBO.l 3g 
44 7-ol)*atf., ltfeffiRl^. Tffikfffl 

0 : 1 v/v) »«5»»tJ: 0 BW*f.«*>. «KV£tt 

X-^TN'J-f-iU- KLT*T2L. 1- [3- 
t 14 - (y7iWHs,) -1 -tr^li j;>7-o 

^y-f A-] rs/]roe^] -iH--<srv [4. 

5-c] */yv-4 (0. 1 3 3«o 

1) tflttTfefB* (mp : 1 78~1 8 2X3) t LT» 

C00921 IR (KBr)er' : 3330, 320 
O. 1640, 1530, 1080, 700 
'H-NMR (CDC 1*) 8 (pp.) : 1.61 (2H. 
m) . 1.84 (2H.m) . 2.1 3 (2H.m) . 2. 
20 (2H.jn) . 2.38 ( 2H. t. J = 6. Ob) . 
2.54 (2H.t.J-6.0Hz) . 2.74 (2H. 
m) . 5.48 (1 H.s) . 7.21-7.54 (1 1 
H.m) , 7.51 (lH.t,J«7.7b) . 7.83 
(lH.d.J=8.4b) . 7.91 (lH.s) . 7.9 
► 4 (lH.d.J=8.4Hz) . 8.68 (lH.br) 
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[0093) (%*»23) 

y-f4.5-ci*yu>-4-TS>*>*ig 
(4-7$yrw -ih-4 $rv [4.5- 

c]#y^-4-7$>'0.26g (lvDf'N.N 
-^**A^A^T$K3 0alWBSU 
5ul (l.laaol) RV1- (3-zs*+Jl>T$S7Zl 
e/P) - 3 -x*JMrjM&?4 $ H • ffiKffiO . 2 9 g 
( 1 . 5—1 ) **;tS»T 1 Wit? Ltz. 
Z*t* ?ooxfc/U&TlgI3£fc?oojf^A-** 

( 1 O : 1 v/v) T4gH*# W:. 
*T*»U (NaiSO*) ft. *ffT**£fir£ 

U ^ooit;^->^y-/P (10: 1—8 : lv/ 

v) *ffiWN:J:9. 1- [4- (T^'J*r$y) r 

-1H— f *JV[4.5-c]+y!l>'-4- 
7^90mg (0. 29 1 mm o 1 ) 
(mp : 17 6— 178T:) fcLTWfc. Znt>*>*>» 

[0094] I R (KBr)cr 1 : 3320, 320 
0. 1 640. 1 530 

1 H-NMR (CDC la) * (*m) : 1.6 5 (211. 
m) . 2.04 (2H.ni) . 3.40 (2H,q.J = 6. 
7Hz) . 4.58 (2H.t. J=7.2Hz) . 5.50 
(2H.br). 5.52(lH,br). 5.65(1 
H,d,J = l0.2lW.6.03 (lH.dd.J = 16. 
8. 1 0.4te) . 6.2 7 ( lH.d. J = l 7. OH 
z) . 7.33 (lH.t. J = 7.6Hz) . 7.53(1 
H. t. J = 7.7Hz) . 7.83 (lH.s). 7.83 
(lH.d, J=8.6Hz) . 7.93 (lH,d,J = 8. 
4 Hz) 

[0095] (»M24) 

Lz T4- F T4- <V7*=JMh**s) -l -fcf^ 

rf4.5-ci ^y»J>-^ -r$>^tf 

1- [4 - {T?VA,T$S) -lH-4$r 
*/ [4.5-c] ^/yv-4-7$y85ij(0.27 
5ho1) *X*y-/U7«lfc:»HU 4 - (y'7i-/P 

*h*^) e^t;yv «iwi88tt(o.2 88Mo 

I) RT/BM*mi-hV<>J*2 5m (0.302»l) * 

ltttsaaifc, ******* lti**. **» 

^filU ^7^f^7A^D7h/77^-t: 

+*U-hLT**WLL. 1- [4- [ [4- (y'7ii 

-T5^48«g (0. 0832»ol ) fcBftR* (m 
p: 174-1 7 6«C) fcLT**:. C<OfcW>*He* 
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[0096] IR (KBr)cr« : 3370. 310 
0. 2950. 1640. 1530. 1090. 75 
0. 705 

>H-NMR (CDCli) fi (pp.) : 1.4 8-1.6 
3 (4H.m) . 1.77 (2H.m) . 2.01 (4H, 
a) . 2.30 (2H. t. J = 6.0Hz) . 2.44 (2 
H.t. J«6.0Hz) .2.63 (2H.m) . 3.28 
(2H.q. J = 6.5Hz) . 3.37 (lH.m) . 4.5 
6 (2H,t. J-7.2H2) . 5.42 (2H.bs) . 
10 5.4 7 (lH.s) . 7.21-7.35 (1 1 H. 
m) . 7.5 1 ( 1H, t.J=7.7Hz) . 7181 (1 
H.s ) . 7.8 2 ( 1 H.d. J = 8.0«z) .7.92 
(lH.d. J»8.0Hz) . 8.58(lH t br) 
[0097] (Kft0125) 
1- T3- f f4- f (4^PD7x^) 

i- [3- (TrvfrTSS) roeyp] -ih-^$ 
70 ^/[4.5-c] ^yg^-4-rs>5o«g(o.i 

6 9aaol) ***S-fr5mUzmML. 4-1(4-? 

6 Oag ( 0 . 1 7 8a*>l ) AOTWt*** h»JW16i 
g (0.1 86-oD mtlBtt»Hl^ 

( 4 o : i v/v) mmm#izj:OBms*mth. mmm 

[ [4- [ (4-;do7x^) 7i^M h*£/-] 

1 H->f *^/[4.5-c] ^yi)>-4-rs>-4 
Oag (0.06 6 9-ol) *Bfe»5fc (mp:170- 

17 2.5X:) tLT»^. z<r>h<wr>*iem : T-9 

[0098] IR(KBr)ca>:3320. 320 
0. 2940. 1640. 1530. 1080 
'H-NMR (CDC la) a (ppa) :1.59(2H. 
m) . 1.8 1 (2H.m), 2. 1 3 (2H.m) . 2. 

2 0 (2H.ra) .2.37 ( 2H. t , J = 6. 0 Hz) . 
40 2.54 (2H, t. J-5.8Hz) . 2.72 (2H. 

m) . 3.37 (2H.q.J=6.4te) , 3.40 (1 
H.m) , 4.5 9 (2H, t. J = 7.0Hz) .5.43 
( lH.s) . 5.45(2H.bs). 7.23-7.3 
4 ( 1 OH. in) . 7.5 1 (1 H, t. J = 7.6Hz) . 
7.8 3 ( 1 H.d. J=8.4Hz) . 7.9 1 (1H. 
s) , 7.94 ( lH.d. J=8-4Hz) . 8.59 (1 
H.br) 

[0099] (Xttft26) 
1 - T3- (4-»pq ^y^7$y) -m*? 
50 -iH-^f $^/r4.5-ci^yj^~4-y 



25 

i- O-rsyroc*) -ih— rsjyu.s 
-c]#yy>- 4 -rs^o.24g O-oi) *n. 

N-^V*-A*A^T*K3 0.IiSBSU 

H80.1 1.1 (l.laai) juu- (3-*X*rt,r 

* - /7 " D tr^) - 3 -xf-A.^rt/#^-f s k . tsaua 
o. 29 g < i . 5-01 > mtmaTi mtm ut. r 

Jo*. BWpcf-A-r3S»ajL7t:. WW 
*«-*<Mcra»L. tBt (NaxS<>4 ) ft. «FF» 

KLTWRU. 1 - r 3— 

sy) roe*] -iH-^s^y t4.5-c)^y 

yv-4-TS>30Bg(0.0867«ol) fr«J»fe 

[01001 I R ( K B r ) or* : 3 3 30, 320 
0. 1650. 1 530 

'H-NMR (DMSO-ds) 9 (pp.) : 1.91-2. 

04 (4H.m) . 2.26 ( 2H. t. J = 7.4fe) . 

3.12 (2H,q,j-6. 2fe) . 3.64 (2H.t. 

J=6.6Hz) , 4.59 (2H.t.J-6.8Hr) . 6. 

58 (2H.br) . 7.26 (lH.t.J = 7.4H 
*>. 7.45 (lH.t.J-7.8fc) . 7.62(1 
H.d.J-S.OHz) . 8.03 (lH.d,J = 7.6M 
*> • 8.05 (lH.br) . 8.20 (lH.s) 

10101) (SUIW27) 

1 ~ T3- T f4 - j~Jl^y r *^> - 1 -kac 
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1 9 (2H.m) . 2.29 (2H.t.J-7 Olfe) 
2.34 (2H.t.J«6.4fe) . 2.69 (2H. ' 
m) . 3.35 (2H.q.J=.6.5fe) . 3.40 (1 
H.m) . 4.58 (2H.t.J = 7.0lb) . 5.45 
(2H.bs). 5.47(lH.s). 7.19-7 3 
4 (1 lH.m) .7.51 (lH.t.J = 7.7lfe) 
7.82 (lH.t.J-8.4te) . 7.92 (1H 
s> . 7.93 (lH.d.J=8.2Hz) 
101031 (SOt«28) 

1-T3- (5-?ppit*cv« jJ J kZlZlZBZ. 



20 



/f4.5-r1»>>ilv-^ - y g^ <n ^ ffi 
1- [3- (4-?DDA.7'?y>(ft,7Sy) XDtT 30 
A-] -1H-- f 5^/[4,5-c]^/yj/- 4 - 7 
3V25«(0.0722-ol), 4- (^7x^ 
h *^> «WB44w(0.144«>l) 

y ^4 o« ( 0 . 2 8 9»i ) * n.n-s; 

^M*A7Sr3Htt. 10 0"Cfc*8RLT8l» 
WW? L<:. KJSSEfc****, ^Dn*A-AT2EM* 
ffiU «M <N»,soo «. *ETS**»*L*:. 

D^A-A-^^y-A. ( 1 5 0 : 1 ~7 0 : 1 v/v) » 
rLT. 1- [3- [ [4 - (i^ Mjth 

*]-iH-<sr./[4. 5 _ c j fy! , y _ 4 _ 7 

S>-15«(0.026 0- 0 |) £ .a fi » 3fe(mp: , 
5 8-1 6 2. 5-C) fc LTWfc. COitaxryfrKm 

[0102] 1 R (KBr)cr' : 3200, 164 
0. 1 530. 1 070. 700 
'H-NMR (CDC1.) 9 (pp.) ; 1.62 (2H 
"»> • 177 (4H.m) . 2.10 (2H.m) . 2.' 50 



»1 -lH-^wr^.- e^^,,,,.,,, 

ixo^fi 

i-(3-rsy7Dett.)-iHH5r/[4 5 

-c]^y>- 4 -TSV0.32« (1.33^1) 
«-N.N-yx^A*A-ATSH4 0rttaB»L 5- 
^ODSW0.15il (1.46wl) Jttfl- (3- 

JM«0. 38 g ( 1 . 9 9mo\ ) **0i*ari ftjf 
ffUt - ■Wx^A-T2HS6te^ 
dd*m-^^/_^ ( 1 0 : lv/v) T2S»iUL 
fc. *M**«Wcra»L. tttf (Na,SO« ) ft. 

rtTTOU 1- [3- (5-?ODJKy^y^ 
T5y)yo t rA]-lH-^S^r[4.5-cl* 
^-4-75V0.16g (0.4 4 5-ol)*8K i 

[01041 tR(KBr)cr":J470. 329 
0. 1650. 1525, 1395 
•H-NMR (DMSO-d.) 9 (pp.) : i. 62 (2 
H.m) .1.70 (2H.m) . 2.00(2H.t.J = 
7.01b). 2.12 (2H.t.J = 7.4Hz). 3.12 
(2H.q.J = 6 .3te) . 3.62 (2H.1.J-6. 
2Hz) . 4.59 (2H.t.J = 6.9lb) . 6.6 1 
(2H.bs) , 7.26 (lH.t, J = 7.6te) 7 
4 5 (lH.t.J = 7.8lto) .7.63 (lH.d.J = 
8.4Hz) . 7.98 (lH.br) . 8.04 (lH.d. 
J=8.2Hz) . 8.2 1 ( lH.s) 
[01051 (HHH29) 

I- T3- LLlz_Li£2^zkjLh±id - ' - ^ 

^/T4.5-r 1 »y.jy- 4 - 7 > a J^ ff 

1- [3- (5-^Do;l^cv^y^ATS>') roe 
-1H- f S^V r4.5-c]*y»/;— 4_ r 
5:'50.g(0.139..1>. 4- (y 7 x^h 
ZtL^ 0 ^ * *W84 2m ( 0. 1 3 9.1 ) A 
V«tt*y^58M (0.4 17-,!) *N.N-£» 

™^ Ti "■•♦r. l o ox;fc:aj»LT7«ws 
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*8fe) . 4.59 (2H.t.J-7.0Hz) . 6.56 
<2H.bs). 7.25 (1H. t. J-7.4&) , 7. 
44 UH.t, J = 7.4Hx> , 7.62 <lH,d,J = 
7.8fe> , 7.95 < IH.br) . 8.03 (lH.d. 
J=7.4Hz) . 8.20 (1H,5) 
[0109] <%ltH31> 

1- T3- T F4- (^ xZJU;(K*j/) -i -e^ 
:T/r4.5-c1*/>J:/-4-T3V<y>*tf 

i- [3- (6-ro^ty^^7S/) me 

/U] - lHM5r/[4 f 5-c]^/»jy-4-r 
SV4 5«g (0. 1 08ho1) . 4- (y'7x-^ h 
*^) tr^U^ «tttt6 5«<0.2 1 5- d1)& 
fJKtt*y>Jt5 9«<0.4 30M0l) *N,N->?X 

f-A^?/kATSK3«i4». i oor«a»Lr8*BBi 
ffut. a6»«c*tioi^DD^Ar2HiftajL. 

«« (NaiSOO ft, *ET*tt*«*L*:. OS* 

^-^-^(150: 1-7 0: lv/v) 
-M/CJTKU 1- [3- [ [4- (y7i^>f 

-l -wyy>^/-fM rsv] me 

AO -lH->f 5^/ [4.5-c]^7»jy-4-T 
$ V28«g ( 0. 04 6 2»1 ) *«ftfi»* (mp : 

15 1-15 5T:) tLxnti. za>t><o<o»xam7 s 

[01101 IR(KBr)cr»:3330. 294 
0. 1630. 1540. 1070. 700 
1 H — NMR (CDCIs) * (pp.) : 1.31 (2H. 
m) , 1.48 (2H.m) , 1 . 6 3 ( 2H,m) . 1. 
70 (2H,m) , 1.86 <2H.m) . 2.07 (2 
H.m) . 2.17 (2H P t,J = 7.6te) , 2.20 
<2H.m) . 2.27 (2H. t . J = 7. 6Hz) . 2.7 
1 <2H.m). 3.37 <2H.q. J = 6.5lte) . 3. 
42 (lH.m) . 4.57 ( 2H, t, J -6.8te) . 
5.45<2H.bs). 5.50 (1H,6) , 5.62 
(lH,t, J=6.0Hz) . 7.21-7.37 (1 1H. 
m) . 7.5 3 UH.t.J=7.7Hz) . 7.8 3 (1 
H.d. J = 8.4lb) . 7.9 0 ( 1 H. s > , 7.9 3 
( lH,d, J = 8.2Hz) 
[0111] (mt*M32) 



?X3Uit*>\<J>-*9 S—IV (100: 1 — 70 : 1 v/ 

v) mmm»izx<)B#Mit:**>. «*«*ttx-r* 

TMJ^JLU-hLTWStU 1- [3- [ [4- 

roe^] -i H->f *y*r [4,5-0] *v 

V>-4-T$>20wg(Q.0338wm>\) 
* (mp : 1 52-1 54t:> t LT»fc, 

[0106J IR(KBr)ci-i:3330, 320 
0. 2940. 1640. 1 530. 1 070. 700 
1 H — NMR (CDC la) * (ppa) : 1.50 <2H. 
m) . 1.6 4 (2H.«).1.6 9 (2H.m) . 1.84 

(2H.m) . 2.08 (2H.m) . 2. 1 9 <2H. 
m) . 2.2 0 <2H,t, J-7.4Hz) . 2.30 < 2 
H.t. J=7.2lte) . 2.70(2H ( m), 3.36 

<2H.q. J-6.5te) . 3.4 1 (1 H.m) .4.5 
7 (2H.t. J~7.0fe) . 5.45(2H.bs). 
5.49(lH,s). 5.94 < lH.t.J=5.8H 
z) . 7.21-7.37 (1 lH.m) . 7.52 (1H. 
t.J = 7.7Hz) . 7.83 (lH.d, J«8.4Hz) . 
7.90 (lH.s) . 7.9 2 ( 1 H. d. J = 8.4Hz) 
[0107] («t«30) 

1- f3- (^-roy^^^>f/W7^y) yoe 

1- (3-7Sy7DW -lH->( [4,5 

-c] ^yy^-4-r$yo.24g ( i»d *n. 

N-^-^^/PAT5 K3 0«ltC*WU 

#to>1*o.2i * ( i.i Mi) aim- o-i;y 

Kmo.29g (1.5anl) €rifli_ ftfflTlWIffL 

41 (NaiSOi) ft. *ffT*«*reL*:. «**x 

-■r^^fc^crhU^W-hLTTOU l-[3 
- (6-7D^Mty^^7£/) 7o^] -1H 
M5^/[4,5-c] V;y-4-7$y50n 
( 0 . 1 2 O-ol ) ^Rafe»5»cfc LT»fc. Z*>i> <r> 

[0108] IR (KBr) «-» : 3330. 320 
0. 1 540. 1 540. 1 395 
1 H — NMR (DMSO-de) * (pp.) : 1.36 (2 
H.m). 1.52(2H.m). 1.70(2H,m). 
2.00 (2 H.m) . 2. 1 0 <2H.t. J = 7. OH 
z) . 3.11 (2H.m). 3.60 <2H. t . J = 6. 

^^MHfc*»$fc o.2g 

VArKf^SJVU-b (SP-20) 2.0* 

a 'JXt^VTD^ ( I PM) 0.4* 

^* 10.0s 

[oi 12] 8oiciciaftu^y^e^^y^u-*5o*h <sp-20) 2sc**wfc^o.2s**iM 
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ffifflfL*:. \Jx+>iM yme*. ( I p 

M> 0.4 SfCtt»jSj* (80*C) LT 

101 i 3j atumi) 

so-ceassu^ vxrry >*5 g(c*ar**4 9 

888 1 5C3EO*);*firraS L/ M S WO. 5g 
**»*«WW*U:. C/itc. 2n*s»M (8 or) LT 

101 14J (ifc«H2) 

0. 1 2XU>7'o>'Vtt|» (^*V**JBB) e.*<04 

101 1 5] (iatn33) 

*»300-600«««t. Hart I «y* W 
;^ :M H *«BU*. WttrSittT. 
1 sh i i <, (NawyD-ScfcaledebeWs Arx*. Phanaco 

i; 3 X 219 : 2 ^ W86> ^^"^^ 

eS:NaCI H8.lril.CaCI. 2.5ril K 
H,PO, 1.2riC. KCI4.6* M.SO, 1.0 
riJ, NaHCOt 25ri». jluotae 11.1*. p 
H: 7.6 5) t»tLfclO.IT^x»»epi a8S 

✓XTi-t-fNEc San-ei .Type 45196A) &V& 

ioi i8j (2) mm 
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*&imv>mm ( i c 8 ,«) turn* 1 c^**- sat 

«22. 24. 27. 2 9»V3ifl l >fl : ^ W4 ^ i> 

10 119 J W " L,t * 
Ml] 
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>10-'M ] 




j_ 1.5x.l0* v lf 1 


«*«2 2 


3. 4xJ0'»M 1 


«M2 4 


4.0xio* f M 1 


XM2 7 




«M29 ' 


3.4xl0-'M 1 


«M31 


2. 2xa o-'M 1 



10120] (%ftOT34) 



(DM*** 

20 <») ^^^Li»akD«araakD»tr««K«L 

roi2i]o>r~ttfl[ffon 

o. 9sawk^ h v*>±*mt2 o.itwt 9 * 

f < D «toph w i<te8 P t*T^ nw f nus : IntenaUonal B 
io^«ica 1 s.lnc.:Ut.No.l4679) 1 «**JoU 30 .l 
*>**i^M X* v h£»U *»T. 4 0 0 0-45 
OOnrati^XLfc (S»irT-C**irMX 

^xt>t) . * t ^>fxLft*««-5o.i«aaw 

w'WtWfc^L^: (»»A) . Z<rmtt*2tM*)m 

Tf^fiz x ~ ** B - ** c *»*. »«* (ro 

ellulose Tubinng) fc. S» A . B . C^-f-^^A 
if* 4 ^°- 9 ^fc-^y*>A*^«=»LT- 
.if f 0,t * aw»T». **A. B. C^^V 

tBCAItitrPlEHa.lnc.) -CWJilL. ^ffjRSO 

f f 5*S 5 t:r:: ft«*«^o4ho i saasmu; t 

«) ^^«aPOATk:i«j||«t200 tf l« 
50 roi 23]S6SU»0W|i21H»te. 0.9XM 



(17) 



3 1 

+ h u ^Ajwssir 2 o o u s/mt n9 >'i?Mauzwm 
[0124] o««0«eAv*raat*^>HK 

£*S4 8l«S»fc««RE3K: J: 0v>X*JHRL1WM> 
JMHrWITKO. v-*>^Lfc»#t-«W/Clc»n5r 
CAJISrGWrU:. ra«L/S&«il 0X+tt*;U7'J 
>WHKO-~^01 5«!»fc«W8> CAillB 

mun(4ooe>r. lamcaa^oamniatfr 
[oi25)«w*(x) - ( (»m^w^«wa» 

ft) ) xi 00 

[oi 26] v&mxx&wm 

Wt«3 2<0*ffifcJ: OfWLfc. 
[0127]©W«ft4-»tt 

: Occlusive dressing technique* 
•2 
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* (ODT) ) 

m (wants*) vmsu. x?m<n®*ro*mm»** 

2«H*fcUMiU:. 3*>C. Itti»*rlf3 
T*<r>«#tttf-r (Johnson S Johnson CCICAL IN 

*Lfc. a**«i-esjfc9 5o«fcu ft^x^-yjL 

-*44HT<OJ: 3fc»B»BJ: 0 3 BISBift Lfc. 
[0128] SS8IB-SBB (£fi£H*) -*&B£Q 

(»3H) 
[0129] (2)tSft 

2%-f S**K*CW. WWWk^02%ft» s 0.1 

j< * V>tt»i H»£Lht«W Lit. 
[01 30] 
[*2] 



»4M 




HtttftCM/ca) 




MfWMH 
*UB 




0.33*0.33 




T-UB j 








519.8±129.96 






164. 0± 33.22 


7a 37 


WM*2 2«Wt£r* <2K*») 




237.6± 53.76 


54.29 


0. 1 2KtnK^^^ 




28L6± 50.64 


49.67 



[0131] 



* *(«3] 



1 **ft% 




Bmt$mm/cm] 




Mm 




12.60±3.00 




MM 

r-nx, 








»tW0 (coot) 




371.42* 71.02 




*MI2 2<D<t** (2Kftff) 




217. 40± 88.51 


41.46 


Wl2 40ftM (2NM) 


61.S0± 1L94 


18.36 


WMt2 7©ft^H (2 WW) 


235. 60± 97.11 


36.56 


WMI2 BOft^t (2KM) 


262.00± 97.71 


2.53 




151 75*131.81 


56.99 



[0132] (36IIH35) 
2JBtga«BMiHi 
(1)KK#£ 



*50 
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10) 3 3)<DSff2&3&e 

-.43(8). HOW. 1»4) . *I3T*7 
S> (OVA) 1 ugt*mtTJUi-*}Ayn, (alua) 4 
■8**tr<feS**»2 5 0i*l*«8rt«4LT«PL 

ft. *©i2l3§e5»tn OBffcCx— rMtmrtZS 
utOVK (2 0*1) *^fcArtffiHLfc. 

r«. ffi»«»»tii»<Jt«>ovAfl!>ft*>»)c*s*« 

[ 0 1 3 4 ] © 2*SVIHU0Ba«£ 
OVAT3BBT* k 1 *WJt 2 4«a»ctr-^ t 

101 35J«H«54-*ife 

(cmc) cwBU «e2 4«a«t 2«Bi«t=aa 
«cMc«At«^t.Jt. tLxnrejxxomn m » 

101 36 J = ( (OVASSWMK^S 

nunm* -ZJt&Bmtt&JauojfnBA. ) /ova 
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**) > XI 00 
I0137J (2)*R 
*4fc**»9. JOt«2 2«>fc£*li3 2«/kf*3iI 

*nmmr>4 Kjt o (,*<*» ut. 

[0138] 
1*4] 



ft*s» 


ft4« 


*• 


m* cur) 


mmm 


«fi 


•< S K 


ta/kt ii 


4 


0 


16.4 


»M22 


tt*/kt ii 


4 


91.8 


.100.0 




5 


28.6 


41.4 




lvr/kc pc 


4 


23. 8 


64.4 



[0139] 



^U»a«±a«WW#y n i5oaw6 
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TI Preparation of imidazo [4 , 5-c)quinoline- containing amides and their 
intermediates and pharmaceuticals for atopic dermatitis 

IN Nanba, Ryoichi; Ishii, Takeo; Nishida, Hitoshi; Iizuka, Takao 

PA Terumo Corp. , Japan 

SO Jpn. Kpkai Tokkyo Koho, 18 pp. 
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GI 




I 



Title compds. I (X = H, halo; m = 1-9; n = 2-12), which show eosinophil 
infiltration inhibition and antihistaminic activity, are prepd. Eight 
types of intermediates for I are also claimed. An EtOH soln. contg. 0.12 
g l-[3-{acrylainino)propyl3-lH-imida2o[4,5-c)c^iinoline-4-amine (prepn. 
given), 0.13 g 4- (diphenylmethoxy)piperidine.HCl , and NaHC03 was refluxed 
overnight to give 75 mg I (X = H, m=2, n=3), which in vitro inhibited 
histamine- induced contraction of tracheal muscle of guinea pig with IC50 
of 3.4 .times. 10-7 M, vs. 1.5 .times. 10-7 M, for diphenhydramine . HC1 . 
An ointment contg. I was formulated. 



